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I. Basis of the report 

1 



s 70.16 and 70.17)): 



Description, Pages 

1 "73 as originally filed 



Claims, Numbers 

1-49 



as originally filed 



Drawings, Sheets 

1/10-10/10 as originally filed 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

° S a 5 T 2 \ 9 ndtV^ preliminary examination (under 

3 -tta73^ 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 
M furnished subsequently to this Authority in written form. 

H furnished subsequently to this Authority in computer readable form 

4. The amendments have resulted in the cancellation-of: _.. 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 
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INTERNATIONAL PRELIMINARY 

EXAMINATION REPORT , nternationa| aDp|i catjon ^ pcmE ^ 

(AWfiplacernents^^ refenedtQ ^ ^ % ^ 

6. Additional observations, if necessary: 

m. No n - esteb , tehment of „„,„,„„ — ^ to „ ov ^ inveMlve step and . ndusir . ai 

□ the entire international application, 
IS claims Nos. 22-24 
because: 

i^oa^ orsa W * ms Nos. a re so unclear 

JadtS^f ° la,mS N0S - a,e 50 lrade " u ^ «W«*> by tha dsscHpson that no moaningfo, opmta 
B no internatonal search report has baenast^^ 22-24 

□ the written form has not been furnished or does not comply with the Standard. 

□ the computer readable form has not been furnished or does not comply with the Standard. 



□ 
□ 
□ 



Novelty (N) 


Yes: 


Claims 


•2-21,25-49 




No: 


Claims 


1 


Inventive step (IS) 


Yes: 


Claims 






No: 


Claims 


2-21,25-49 


Industrial applicability (IA) 


Yes: 


Claims 


1-21,40-49 




No: 


Claims 


25-39 



2. Citations and explanations 
see separate sheet 
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SS^^ PCT/B E Q3/00 192 
Re Item III 

Non-establishment of opinion with regard to novelty, inventive step and industriai 
applicability 

Present claims 22-24 relate to a product defined by reference to a desirable characteristic 
or property, namely "an unknown agent that modulates the binding of an anti-TNF-aloha 
poypeptide of any of claims 1 to 11, and 13to 16 to Tumor Necrosis Factor-alpha" (claim 
22) and an unknown agent that modulates Tumor Necrosis Factor-alpha-mediated 
d,sorders» (claim 23). The scope of claims 22-24 is unclear and speculative witht the 
meanmg of Article 6 PCT. Said claims lack indication concerning their technical feTurls 
Id Z ^T^' data actua,| y re,ate to anti-TNF-alpha single domain antibodies 
and their preparation, but not to an agent that modulates their binding. Consequently no 
search has been carried out for the claims 22-24 and opinion with regard to novelty 
inventive step and industrial applicability will not be established 



Re Item V 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or 
industrial applicability; citations and explanations supporting such statement 

NOVELTY 

Reference is made to the following documents: 

D2- VALLE^F^=T Ai^ ^^r^""^h "j^^'""^'"^®^ LTD) 21 February1991 (1991-02-21) 
D2. VALLEEETAL: Infliximab EXPERT OPINION ON PHARMACOTHERAPY vol 2 
June 2001, pages 1015-1025, XP002965315 ISSN: 1465-6566 ' ' ' 

D3: WO02/057445A(MURUGANANDAMARUMUGAM;STANIMIROVICDANICA(CA)- 
NARANG SARAM (CA)) 25 July 2002 

D1 discloses monoclonal antibodies anti-TNF-alpha. The possibility that these antibodies 
are single doma.n antibodies is mentioned (p.3, I.28 - p.4, I.24 • p 15 1 25 - 1 33) rts 

T^ITtT ? k '! dea ' ing ^ ith an ^NF-alpha polypeptide comprising at least 
one anti-TNF-alpha single domain antibody is therefore not novel over D1 



INVENTIVE STEP 
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The present application does not meet the . 
subject-matter of claims 2-17 and 21-49 does 
of Article 33(3) PCT. 



criteria of Article 33(1) PCT, because the 
involve an inventive step in the sense 



The document D1 is regarded as being the closeit prior art to the subject-matter of claim 
2, and discloses (cf the references above) monoc onal antibodies against TNF-alpha and 
how single domain antibodies can be obtained frc m these antibodies. The subject-matter 
of cla.ni 2 relates to a single domain antibody hav ing a specific sequence represented by 
any of SEQ ID NOs: 1 to 16 and 79 to 84. It differ from D1 by the specific structures given 
by the sequences. These structures are associated with various effects (see the descrip- 
tion, p.51, 1.4 to p.52, 1.18) among them differen solubility (VHH 3E, 3G and 7B havino 
advantageous characteristics), and different antf gonistic effect (3E and 3G being more 
potent antagonists then 1A (moderate antagonistic effect) or then 7B (no antagonistic 
effect)). Some of these effects are summarised dn figure 2. 



The problem to be solved by the present inven 
provision of alternative anti-TNF-alpha single do|nain 
in claim 2 appears to solve the problem posed. 
2B, 3E, 3G, 7B and 12B (ie those corresponding 
14) were characterized, no effect was shown to b4 . 
not characterized. As there is :no demonstrated 
characterized clones, these 16 clones cannot be 
then leading to the conclusion that the subject-matter 
be inventive. 



tion may therefore be regarded as the 
nain antibodies. The solution proposed 
However since only six clones, VHH 1 A, 
o the sequences SEQ ID NOs: 1-5 and 
associated with the 16 clones that were 
technical effect linked to the 16 not 
considered to solve the problem posed, 
of claim 2 cannot be considered to 



While considering the part of claim 2 that is consiLed to solve the problem posed ie the 

Dart dftalinn with tho oiv i _■ ' 



part dealing with the six characterized clones ^HH 1A, 2B, 3E, 3G, 7B and 12B~ it is 
considered that it does not involve an inventive step for the following reasons. Preparing 
single domain antibodies in llamas or camels is a known alternative to other forms of single 
domain antibodies that provides different advantages as disclosed in document D2 (see 
he abstract : soluble and functional bispecific anc bivalent antibodies with the expression 
levels, ease of purification, the solubility and tre binding capacity of the recombinant 
proteins being .comparable with those of the Constituent monomers). Therefore it is 
considered that a skilled person, when trying to solve the problem posed, would have used 
the technique of generating camelidae single domain antibodies which would have resulted 
in the antibodies as claimed without using inventive skills. Characterising the single domain 
antibod.es with the sequences render the single domain antibodies novel but not inventive 
over the prior art. The solubility and the antagonisi ig properties are not unexpected effects 
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which could warrant recognition of an inventive step. 

The dependent claims 3-1 1 and claims 12-21 and 25-49, referring to any of claims 1 to 1 1 
do not appear to contain any additional features which, in combination with the features 
of claim 1 , involve an inventive step as the relevant subject matter is either disclosed in the 
cited prior art of falls within the knowledge and ability of the skilled person. Document D3 
discloses the therapeutical use of an anti-TNF-alpha antibody for treating rheumatoid 
arthtis and Crohn's disease, which anticipates the subject-matter of claims 25-39 and 49. 



INDUSTRIAL APPLICABILITY 

For the assessment of the present claims 25-39 on the question whether they are 
industrially applicable, no unified criteria exist in the PCT Contracting States. The 
patentability can also be dependent upon the formulation of the claims. The EPO, for 
example, does not recognize as industrially applicable the subject-matter of claims to the 
use of a compound in medical treatment, but may allow, however, claims to a known com- 
pound for first use in medical treatment and the use of such a compound for the 
manufacture of a medicament for a new medical treatment. 



CLARITY 

Claims 18-20 do not meet the requirements of Article 6 PCT in that the matter for which 
protection is sought is not defined. The claims 18-20 attempt to define the subject-matter 
("a method for identifying an agent") in terms of result to be achieved ("under conditions 
permitting binding between said polypeptide and target") without indicating what are the 
technical features of the method. 
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